Keratinocytes of the oral mucosa and epidermis play key roles in host defense. In addition to 23 functioning as a physical barrier, they also produce cytokines to elicit inflammation in 24 response to infection or injury. We recently established that receptor-interacting protein 25 kinase 4 (RIPK4) and interferon regulatory factor 6 (IRF6) function as a cell-intrinsic 26 signaling axis to regulate keratinocyte differentiation. In this study, we have demonstrated a 27 functional relationship between RIPK4 and IRF6 in the control of proinflammatory cytokine 28 expression in keratinocytes. The overexpression of RIPK4 by oral keratinocytes induced the 29 strong expression of CCL5 and CXCL11. In contrast, the expression of other cytokines (e.g.
of plasmid in each transfection was kept constant using empty plasmid. The cells were lysed microplate luminometer (Promega, USA). Renilla luciferase activity was used to normalize 176 transfection efficiencies. The luciferase-based CCL5, CXCL11, and IL8 gene promoter 177 reporter plasmids were as previously reported [27] [28] [29] . The pRL-TK luciferase reporter 178 plasmid was from Promega. Data combined from at least three independent experiments are presented as the mean ± SEM.
182
Statistical analyses were performed using GraphPad Prism software version 6.01 (GraphPad 183 Software). Differences between two groups were evaluated using the Student's t test. For 184 multiple comparisons, statistical analysis was performed using a one-way analysis of variance 185 (ANOVA). A p value <0.05 was considered to be statistically significant. (Fig. 1A ) 195 and Western blotting with an anti-FLAG antibody (Fig. 1B) . The overexpression of Ripk4 in 196 OKF6 cells resulted in a 3-fold increase in IL8 mRNA levels (Fig. 1C) . IL8 protein levels in 197 the culture medium were also moderately increased (Fig 1D) . Tumor necrosis factor (TNF)
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